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■& ^H-g-l:^ ^7>^ 3--arl^Al-3-^l^#^Bj-m 2ii A (HMG-CoA) Mi 

^ jg^^-g. *MH ^tt ^^S, HMG-CoA «r€iL±i ^ 

^Sfe HMG-CoA ^Jl^i ^^M-g- *M1 ^ aflS^HH ^rtb ^A°)^. 

HMG-CoA ^l*fl£| *)*J-^ ^1^1^ ^s^o] ^r^jr ^^l^o]^, 

^ ^ HMG-CoA ^JL:±: ^H^l^ 24*1 #d\] £x\ U-#*H 1^ ef# 

£ 2 
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HMG-C o A ^JLi "^H^ ^^-g- *\)*\] ^ ^wj-^ {EXTENDED 

RELEASE ORAL FORMULATION OF HMG-CoA REDUCTASE INHIBITOR AND METHOD FOR THE PREPARATION 
THEREOF} 



£ 2^ ^- ^A]^ 56fl*| afl^ ^Wj-^ s] ^£.<H1 nq-S- -g-#A]^ 

E3^^ -*UH] 5 ifl*| 7^ ^ ^ig-tg ^ oj ^b^o] o^j ^ _g_ # 

q-Bl-^fl ^Ojjr, 

£ 4^ £ -g^H 8 KHH afl^ A-^J-ig *|| af|<£) HPMC 2208^1 <?H t^-E- 

-g-#A]ig ^o]j7, 

s.^ ^ ^ wfl^ M-iM 3Htf. 
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^- S-^l^^l-s-^l^^H}^ 2ii A (HMG-CoA) ^JLi ^^1^1, 7]--g-SMl 

^ <?>^3M1» S^Rr Ml^Hl, ^yj-s)- s^^l ^ i^-sHr, HMG-CoA 

51*)%^ ifl ^l^S] ^ ^ ^j^-g^o] ig^^. ^7>Al^lrf. 

t\. o.s, °m ^i^bj] ^ ^i^^ #^x|7i7m-, 3^ m# 

» 7^>Al7m #31^11-^ ^ S ^£*1H £.±.°± HMG-CoA ^ 

*H*i]7> &Urtil, ^wf^Hi (Pl^^) 7^3,983, 140s), ^til^^o] h^-jiS. ^-s^ ^t^b)-^ ( 
^l^^ *il4, 231,938s), Se-}w>^El-Bi *)14,346,227S ^ *f|4, 410629s) , 

B)-Elo| ^ *fl4, 448,979^), ^lwl^°l&l-S Jfe.^- fe^H ^w>^e]-b1 (p] 

5^*1 *U, 448,784Jl ^ *fl 4,450, 171s), xS]*}£.t%& , I^^b^ , ^ MM 

HMG-CoA ^Si: ^ ^ 31^1^^^ *l.gofl A>-g-sH ^Hrtil, o]§ ^ 
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^£1- ^A]^^ e-^ft i+B|-xflfe <£b|*) $lt}- (Grundi, S.M, et 

al., fi^/. /. Med. 319(1): 24-32, 25-26 ^ 31, 1998). HMG-CoA^ ^--M ^ wflHtS-ifl 
o]E7> ^Tfe ^efl^Bfl^^ ^ S7l ^7^]S. HMG-CoA $€5^ £|*Ml^r 

Till tSifl olH^ m^ifl # #^B)1# ^ LDL-#^liB^^j ^JE* ^-S:} 

Jl^-l- t-^t 1 ^ (Grundi, S.M. et al . , M Med. 319(1): 24-32, 25-26 ^ 

31, 1998). 

i> 7)^2] HMG-CoA ^*i|*f|fe- tfl^ol ^w G V^ ^s.^, 

^ ^S-e ^ ^ Jf^-g-i- -R^Kr ^Jo S oitf (Garnet, W.R. et al . , Am. J. 

Cardiol. 78: 20-25, 1996; The lovastatin pravastatin study group, Am. J. Cardiol. 71: 
810-815, 1993; Duzovne, C.A. et al . , Am. J. Med. 91: 25S-30S, 1991; ^ Mantel, G.M. et 
al., Am. J. Cardiol. 66: 11B-15B, 1990). 

l> 6\9\ ^g. 4=-t#s§ HMG-CoA -f^-g-^ ^j^l-Tlul- QSl-A)7)7} « c > 

^—•3- A-l^ 7 fl*M A^SjZL A^j^ *IW*r ^*fl £E^r ^-i^SJf^i «^ 

#<g 1^ ^r#^£» 'S^'Ml ^efl HMG-CoA ^jLdL ^IH^I Jf 

3> al*!^ *M i=K^ HMG-CoA «r€Jl^ -*>-§- ^ ^7} o)^o] 

A ^ HMG-CoA «r^jL^ ^aMfe 85% °}^°] ^ 7}d\) 

X] rflJf£- rflA>slzi, 5% °]-5}$) <#t£o] °]^€^rfe ?H SKI 3 84. 

HMG-CoA ^Jl^ ^1*11^ ^^Sr^lS.^ ^3^1 ^-f , US. ^ ^ ^°)} 

^ €^Kr ^ ^"M, ^S. *HH ^-Bhflfe- HMG-CoA 
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^A^tf. HMG-CoA Mii ^*Ml^r ^MIH ^ ^>ifl Jl>M iS|-7> ^7)zt<>]) 

SX^r. s|e <?i^l ^Tg ; HMG-CoA ^Jl^ ^Ml^l A^J-if 4|^|]7> 4rHHI *)1*H «1£H 

^ -T-^rtt <£i3^ 5ftal (John R, ^»er. /. Ca/tf/o. 89: 15, 2002), o]s. °1-Sfl A}y}-t§ 

*H*||7> aflaH yj-gfl LDL-#5)l>iB|ll-^ ^-j=# ^.rf Jl^j^l ;^)-X|^ol ^.ji^^rf 

(Monique P, ^//7. /. Drug Del iv. 1(4): 287-290, 2003). 

°H, ^^>«^r -f=rtt -H^-fi- M-eHH ^jo]-g-^o] ^ 7 >^ HMG-CoA ft^Jl^ 

<2^]^1<2] A-^j-tg ^1^1* 7H^T-^L7> ^ > Jf *)--§--£. J^Sj-^A] 

0=1 * ^^^.o] ^ ^ ^^*»n -B-^m ^ sa^ 

»°] f7f^ HMG-CoA ^Jl4i ^^1^1^ Afls.^ 7|ft^ ^ ^-ir 

^H^r HMG-CoA ^IJ:^ ^1 tfl <=Hl ^ Q^ft ^£5. a^^] 
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^ £ 2j-§-] 

^71 ^-a** iH^}7l 31*H, ^r^^r HMG-CoA *€Jl^ 7>-g-SMl ^ 9>^3|- 

3Lf-&Kr -Hx-fl^Hl, A^j-^- S^^l ^ it§^, HMG-CoA $H1Jl4i 

SEth ^"71 HMG-CoA $^Jl^ ^^1^1^) ^^^-g- ^lS^-i- 



HMG-CoA ^JL^ ^^-g- *]1 *)]-!• ^l^>7l ^^H, ^ 

HMG-CoA ^*MH 7}-g-sM]^ <£^£M1» ^ ^TiS^, ^l^r^ 

-g- HMG-CoA «r^Jl^ ^^-§- « Jf^A] ^-oj^ ^ 

£S ^-#^1^ <^*j- O-^lAl 7]jELJL 10J is) 7fl^Hl "P'-S. ^ 



<21> 



<22> 



(i) Sfel^ 
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HMG-CoA ft^Jli: ^*H*i|fe- "S^ -H^im^ ^ ¥ 

^sH§^ ^]St ^ ^#^1, (*l^HMi 4]3, 983, 140s), S.w>^^-H (*1 

^4, 231,938S), HeH-^B)-^ (nl^^| *)14, 346,227s ^ *1l4, 410629s) , 5.^^ 
b^-s. ^4,448,979^), te^B^ f ^ W >^h}^ Ol^H^ 4 , 448 , 784s ^ *)1 

4.450.171S), , o^f^Bj-B] ^ x\)?]m}^b\-Q J§-o] Af-g-^ ^ 

(ii) 7}-%-^] 

-S-*flS.7> -^^^-§-1- 3*1 ^^Tfl ^^>S)^ V+-g-^ 

^ ^Ir-i- 7>^a]^ q=#^ -g-Sfl£» 03^7} ^^o^. HMG-CoA Mii 

^^l^S tfl^-^ <*jA] ^\+-g-^ £. 7 } I c fl ^.o 1 l j ^ ^o]]A^ 

*r-§-7 r ^*l; 7}-§-:§Ml^r E TPGS (d-a-tocopheryl polyethylene glycol 1000 

succinate) (Eastman^}) , ofl i[ ^ ^o^a}- 0^3] e. (polyoxy ethylene stearic acid 

ester) (ofl: [Myr j , ICI^>]), #sH^3! #&|# (polyethylene glycol), l-e^Al^s. 

€31-l-s^A|a^-g3l (polyoxypropylene-polyoxypropylene) HI : #^-a>^ 

[Poloxamer, BASF^}]) ^ ^}-§-^: ^ 7 }-g-3Ml^ 
1 7l^o.S 0.05 20 ^Jf, S^fe 0.1 ifl^l 10 ^^-S. A>-g-trCf. 

(iii) <?>^sMl 
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S>3SMlSr Ml^Hl ^SA] A>s|-# ^1^>7] $\n ^ 7 }S\^], ^-Aj-^ o} ^ 

SMI, <*m ^-^eflol^^. ^JEHf-A] »^<a (BHT) , ^iilM^JE. ^l^Al 6>q^. (BHA), 

o^^^y^]- (Erythorbic acid), o}^5li=LJiA> (ascorbic acid) a}-^ ^ &t}.. ^ 

^ *IMHH tt^SMIfe- 1 7l^o.S 0.01 vfl^l 0.5 HV^- 

*]*Ml^r 0.02 tfl^l 0.1 ^JfS A>^-^tq-. 

Aj- 7 j %AjAj£-, 7>^-sl-^ ^ 6 l-§-^^ -§-«!] £7> -H^^^l 

37l# ^ ZL^1^^]» ^JEL-f- ^A^ 7>-§-S|- ^Aj-A] 71 7l ^It^AS 

-g-7}W 7>-g-^ ^ 7>-g-^ ^ ^ ZL^I 

^l^^lrS^S ^), ^ C-B-^-, <g^- f fl-A> ^ fl-AV^^. fl-AV^-nl^-, 

^TA>P}Z1V|1# T^A]^ (^A>^ ( ^Aj-p^vil^, ^^K^lM-Hf- #^^-Al^^^l * 



(iv) ^Sf S^^^ll 

a- ^H^-^ ^ SAj^s. ^TjAj; i^Hf- (Keltone R HVCR, 

Keltone R LVF, Kelcosol R ( Kelset R : ISP, USA)3f (Keltrol R F; Kelco, USA)* ^E^H 

a}-^ ^ <*)7H ^7>^^S 5.7^Hifi3 (Cesagum R LN1, LR 200; Cesalpinia, 

Italy)* a>^ ^ ^rf. o.^ oj-^ uj-je^ wJ-#^ 7 > ^Aj- 
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(initial burst effect H <qz\]X\?)jL, ^b^^r ^JH^l 7l^sr>^ 

^6)1 -g-#^r3E£| #^l7H, stI^hs!^ ^^32)- 

A}-^}^ i##^7} ^#3). ^of| ^o]« #°]^ M« 7ltfl^- ^ $1 

<32> ^. Tg-^O} *MH>*1 , A^WJ-^ ^Aj^^ %AjAj«- 1 ^Jf* 7l^O.S 0.01 ^ 

^1 0.1 , w>^^>7ll^ 5 tfl^l 25 Af-g^rf. <££a> q-S t 4 #^<i) ^tg- 

#^8: ^>-8-*>fe ^-Mfe 1 7l§A^ ^^-i: 0.1 

10 ^HfS, Wr^*}^ 3^1 6 ^Jf-S- A>-g-*Vrf. ^Tj^i 
^ S.7j A] w o V5(- s^^lS Af-g-^ ^-f^lfe <£7j# ^# 1 

7l^o.S 0.2 vfl^l 10 ^JfJL, STl^H^l^-i: 0.1 tfl*] 5 f^JfS A}-g-ig- ^ & 

— ^ , Wr^^l-Tfl^ Q^-gr 3 ifl^l 6 ^§=JfS, ^.t^H^^ 0.5 3 ^JfS. 

Aj-g-W. 

<33> ( v ) #^1^11 

<34> S^Tfc A^J-^ ^ll^7> ^Sfllfl «^-g-^ BH>^. ^ 

*fl ^-f =r^-°l #^ ti]^5)- S<H (Non-gelated core)!- 

*1 ^Jl ^^}7fl v}^ f^t ^^]t}. ^^lAi Sr?\z\}3, 

o^xy ^^^z)^-6\)^}^Q (HPMC)^) ^^-#^r A}-g-*!: 

A. %A ^"f-i-^lAi §1 JEL-I=- a] €1-5.-2.^ 3 IE 7} 4,000 xfl^l 100,000 cps ^ °] 
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0.05 20 f^fS, V}#z)i5}7])^ 0.1 ^1 10 A}-g-^ w>^^. 

^ A^J-f x f^Jf* 7l^o.S 0.1 tfl^] 20 

^Hf, *r^2]*Mlfe- 0.5 ifl^l 15 f^^fS A>^-^tq-. 

— ^ ^HS. ^ A^ff aflaflfe 4" 3L^»1^1» ^S§}71 ^Jl*b $N 

^-g-£]^ ^7H1## ^7>S ^ n&l* ^7H1^| 4^1, % 

*1 J= -S-aI 2 S ||f S ox ; s^yjs. (Kollidon VA64: BASF, Germany) 



<38> .M. ^ a. Aj-7]^- ^ HMG-CoA «r^Jl^ ^^M-g- A-^ig *fl 

<39> .M- t^t^^I ^S^^^r 

<40> 1) HMG-CoA ^JLi ^^7)1^ 7>-g-S)-^l ^ °>^SM1» ^thtr ^ al*fl*AV*||* z])2i?>} 

^ #31; 

<41> 2 ) Aj-7] ZL^l^-^Hl 2:^^ ^ ^^Tfl ^^Rr #31 5 
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<42> 3) ^7} ^.S, 3] -§-3^ ^7H1» ^7}1s}cz\ ^ai dp >n^|^>fe 

<43> ^7>^^S -^-71 ^o] 7^2,^ ^^6>ofl^ ^a}2jO S A>-§-Sj^ ^ 

^ H tg^^ - ^t}. 

200 urn o]-s}o] y^o] v}#z)-s}t\-, HMG-CoA ^^1^1]^ 

<45> rjTil 3HH <2<H*1 33-^* °l-§-*fl ^15- ^f^q- ^ ^ 



<47>^A1<^1 1 t^*1 4: ^l^-^l^l ^1 S 

<48> ^h>^b!-^ (tVPl^^W, tfl^^-), n]T=±*) E TPGS (Eastman^, USA), BHT (UENO 

Fine Chemical^]-, USA) ^ HPMC 2910 (Shin-Etsu^K Japan)^- *}7] g. 1^ ^ 2^-^- 
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<49> [£. 1] 
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<50> ^a]6J 5 vfl^ 13: ^^.-g. ^ 

<5i> is]- ^-ft B J-|AS ^w>^B)-Hi ( «]Bl-^ E TPG s ; Myrj, BHT ^ HPMC 2910# £■ 

7)12^ ^, ^-71 31^^^^ 4H f (ISP^-K USA), 

(Kelco^>, USA), £?lil«j7j (Cesalpinia^h Italy), HSl 

(ISP*>, USA), HPMC 2208 (Shin-Etsu^, Japan) ^ iSS^s. (BASF, Germany)-^ £tM<*|| ^ 
^ 30^- ^"71 ^^-#011 ^Efl6>^A> p>zit|1^3|- ^^ttK!: 

-§-*H ^^s] (mass)*- 20 80 ^4} a}o]^o] j^_o S ^s. ^ :g^l-o] <y-^^- oj-g- 

«H E^^tf. zj- ^>7) 5. 2 xfl^l S. 4^1 q-Bj-tfl^Jl, <#7] 

Q ^tJ- ^SLS. 6 12^ ^^-§- A-}l#ig 7)1^1- 7ll2:^>^4. 

(HPMC) 2208£- ^JE 100,000 cps^aL, 11 5? 12fe 
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\ 




til h1- 
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IS. 3] 
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[S 4] 
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<55> l: jt^ ^Hjo} ^-g-^JEE Allg 



30-16 




5040024734 #^ 2004/6/3 

<56> ^X\*\) lo] ^Ajofl 2 xfl*l 4^ 31^11^-^1^- tfl^^O.^ ^^Bj-fi tfl 

«H tfi-s]-^ ^ ^ (tifl^^; basket H 4^ ^~§-*r 

<57> -g-#*l ^ : Erweka DT 80 (Erweka^h Germany) 

<58> -g-#<*: 900 iM 

<59> -§-#^^1 ^r£: 37i).5°C 

<60> 50, 100 ^ 150 rpm 

<6i> <*\x\) 3.S.^H^sf\^ 

51^5.^ (Cosmosil) C 18 (Nacalai tesque^-) 

d HlsqH€/pH 4.0 ^-g-^* 
-n-^: 1.5 ml/^r 
<65> ^#71: x}S>)™- *^ £7 ^1 (238 ran) 

<66> ^<£*&: 20 fd 

<67> * pH 4.0 ^-§-^: 3 ra&£\ 1 ^ ^^1^] ^ 7 >*>J1 ^ ^ Na0H« a> 

-§-*M pH# 4.0^5. ^s-g-f^rf. 
<68> 5= ^ 14^^ ^ ^-o], E TPGS ^ HPMCSf ^ £a& 

(spray dry)^- ^-f -g-^5E7> ^7>^^- -i- ^ , HPMC^-1 ^M^. E TPGS^l °<H 

<69> A]^<^] 2: txJ-s. -g-#X|lg 



<62> 



<63> 



<64> 
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<70> Qd\]X\ *\}^& ^]^# te^b^ ^^1^1^ ^ -§-#a]^ (sfls.^: 

PaddleHl ttj-51- Al^^A^ i ; 2, 4, 6, 8, 10, 12, 16, 20 ^ 24*1 -^}^iE)-b1 

Mn0 2 (USP ^ 40 rag^r ^31 30&Zt ^ 3,000 rpmil^ 5^# 

^■S-&1-&H ^e1*>Si^. olsq- ^1 *l*le]€ *ls.#* *>i*|Jf ^^-s^ls. 247 

nrn^H^ ^£o|a1 257 nm^l ^-%5L^r « &<L3- 7\}^}3X^ . 
<7i> .g-^A] ig ^ : Erweka DT 80 

<72> -§-#<*}: 0.5% -g*MH (SLS)« S^Rr- 0.01 M Sl-ftM-JE-f- 3H-g-^ 

(pH 7.0) 
<73> -g-oHo] 3 7r e.5° C 

<74> sl^i^S: 50, 100 52 150 rpm 

<75> ^#1E^ (247 ran ^ 257 ran) 

<76> ifJ-#%= 7fl*>: nr^«J-#^= (Cumulative release amount 7]]*h 

<78> Aj^dfl 3: #3:3 £| °<H tfltb -g-#*l^ 

<79> ^a1<^1 5 xfl*] 70]] a^ afl^ ^j-^ A}-g--6H a]^^] 2 ^ ^^.S 100 rpm*M 

-§-#*] ^4, £ 3^1 H}<4 ^o], ^^c] o o >ol ^^JL -§-#^£7} X] 
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<so> X\igd\] 4: Hp MC 2208^1 6 <H tfltt ^ 

<81> ^ A ]ofl s ifl^l lOafl^ ^-^H A]^<^) 2 £f ^<^tt 100 rpnHH 

-§-#^1^* £4, £ 4<^1 M-Bj-id ^ ^1, HPMC^l ^7>^-S- -§-##o] 

^^Sr q-^^o.q-, <^ ^s. ^HHl^^ ^^t}. o]^ H PMC7l- flails 



<82> A]^c^] 5: ^ A ] ^4 ^-#o.S^| ^ ^ T3fl ^! a] ^ 

<83> ^ ^6f| ^ ^-g- *j|*f]£) ^^^^3). A^J-J^* til 57^, tfl# ^ 2j-g- 

o] « £ ^ tifl^Al^^- ^ 7 ]ai). go] ^a^o^ o]tifl, a^ot^- ^ ^ ^ 

^ *H*)1« AB-^JL, tflS^lS^ ^Hf^Bl-Hl^ »j^]Ol £.=1^ ^ofl^cl)^. 

<84> ^HS-KiL-tH^ ^1 -§-^ ^5— (*)1^ 250 g, 14-15^ )« 3*1^ AA A}-^}^ 

^A>^. ^ W^f^. 48*1 # Ol^j- ^AlAl^l J=L Al^oll A>-g-S|-$|0. , ^AH 

^ ^ *Khf-?fl ^ ^tf. ^#^r ^^^>7l ^ofl ofltfls A^lJl, Afx}* 

^ tfl£]Jf s-pfl, tflj£]Jf ^pfl ; (bile ductHl AA -y-^M, 1^ 

<*}«H iL^A^t]-. ZL i kg Tg- Ajy^^Ej 10 mg Al^^l^)l 
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^ ^ 0.5, 1, 1.5, 3, 5, 7, 9, 12 ^ 24-*]#ol ^3)-^ uflofl zi-z]- ^^^-^ji, 

^ 1, 2, 3, 5, 7, 9, 12 ^ 24*1 ^1 *fl^r534. 

<85> ^r^r 1 ^ ^ ^51<4 ^6)1^£| §>7l^ #oj ^Al^>^4. 

<86> 100 1^4 ^ zfrzH ^lfl-gr 200 7>^>^1 #^>^T=f. 0 1« 

3,000 rpnHH l0^-# ^^f-^-fr #1^H 0.22 ym ^^^V ^, LOMS* °1 

<87> Waters Oasis HLB (2.1>50 mm) 

<88> : ^£i^Ef ( #, 10 mM NH 4 0Ac (If^AS pH 4.5 33)3 ^^^fl 

(Gradient system) 
<89> ^cgjg.eg : 5 0 ^ 

<g 0 > o.3 m&/£- 

<9l> SIR H~E. m/z:419.4 (^Wr^HS), 435.3 (^«f^^-^^) 

<92> £ 5^1 M-Bl-vh z>°l, ^3 C max ^ 79.4 ng/mC, AUC^ 249.0 

ng-hr/m^ ^ M-^HH 4^*g ^1^1^) C max 88.1 ng/m£3|- AUC 266.2 ng-hr/mH 

#°1, ##-2-5.^ ^3. ^ Hfl^Al^o!]^^. t£^o] y £ ^ tfl^ 

T3] ? >o] ol^# £0.3. l-f^^^, o]^Ei ^U"^ ^1^171- *HM*r *ll 

*HiLt} .^3} c| T-hfr 141 H^lfe 3^ <& ^ %l^i=r. HMG-CoA «r€JLi: ^*IM17} 95% °] 
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^l^fe HMG-CoA ^-fisi o_ S pfl-f Jl^^ ^ 

<93> Alkali 6 : JL*lt^ -frit ^B<^1 ^ 

< 94 > jn^l^l* -^°H ^^r ^11^ -fr^l tfl*H ^Sfe HMG-CoA Mli 

<95> JL*m^ •H-lr-g- ^ ^sfls.^ *>-g-^ ^-2. ^ wj-^ (Niiho 

et al., Yakugaku Zasshi 110: 604-611, 1991 H ^1*3^-$!^. JH^l^l-l- ^H^r 

^°l-g- ^# ^r^^t ^ 40 ^l^l^S. 5% 0.25% 2.5% -ir^li 

<96> ^ i^^-n-rf-fBl^] 4 ifl*l 5^ 24*>e|# *\-%-*}<&^. ^ 

*1 *l)^-£- ^*fl^ ^ % ^ ^^-^^ol 202H5 g°l S\5m 6 

4^^-S. i-Pf^. ■& ^l^^r 23d2°C, ^"tfl^E. 55d5%5. *HHH*1 ^a] 

H-g- ^#^1 lsl *W 1 kg^- ^ 5 mg°] ^^t}. *H3^& 31 

#3liEfll- ^o] ipcc)^ f-^ BjE^l ^X\6)} Q6\]X\ ^flS€ H 1 *^ *f|X]# ^#^1 ^# 
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*\*\ 1^ is] ^ 1 kg^ -a^Bj-m 5mgo) jscrji^ji, JL# efl^i^ll- Ale] 

<98> o]^ 3=0^ 2 ^ *|a=^ 4^" ^ * 

(total cholesterol) ^ f^M^ (triglyceride) JL^-S-^-i- °]-§-sH 

<99> [5. 5] 





# ^all^^ll-* (mg/dl) 


fS.SH a)* (%) 


J*l« (HIS) 


671.5 ± 84.1 


100 


ad 25 (sa^) 


567.9 ± 93.2 


84.6 


(-a^ofl i) 


453.0 ± 77.0 


67.5 




81.0 ± 8.2 






IS. 6] 




f^l^T (mg/dl) 


^fS.S] Hi* (%) 




242.4 ± 12.6 


100 




187.0 ± 24.6 


77.1 


^13? (<a*n i) 


157.0 ± 18.0 


64.8 




120.3 ± 10.1 







<101> # 7 ] 
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1 5 ^ I 61 &o) t ZL^-el]^]!- *\o)o\ J=oi| ^^<y *f|4^<*ll 

A. 2^?} 31^]}^m ^6fl J=a^ (23^ ) ^ *fl3^ (^Hl 1^ 

W #3l^rlS)l» ^ ^^S3f7> 7]^ 4=-i$ 

^ *i]*H til-gfl fe^-l: ^ Xi^. £ ^]^7} ^MH ^ ^^JliS. 



JL3)-] 

^-71 °1H #3] -g- w}<2f ^o] ; ^. HMG-CoA ^-£Jl4i ^J=c*|-&. 
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1] 

HMG-CoA ^€Jl^ ^MHl, 7>-g-3Ml ^ i^Kr Ml^Hl, S^^l ^ 
^^Sh i^Kr, HMG-CoA SHLJli <3*M1^ ^^M-§- *HJ-*g ^l. 
2] 

HMG-CoA ^jLi 1 ^Wfl tfl*H 7>-g-JMl 0.05 Ml*l 20 ^§=-»f , St^aMl 0.01 Ml 

*1 0.1 , S^^l 3 M]X| 30 ^ #^1^] 0.1 vfl^l 5 «f^Jf» S 

[3^8" 3] 

HMG-CoA ^^l^ll7> ^t^b}!!, s.w>^b1-e1 ) S s-]. W ].^B|-Ei f sej-y^El-^^l ^ 

4] 

HMG-CoA ^J:^ ^*f|*l|7> ^^Bl-Bi ^ *]^-7]-^^ ^ ^-£1 33 ^ ^8£. 

5] 
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7}-g-3Ml7r tilBH?l E TPGS, ^Bflo^A]- oH^Bfle. (polyoxy ethylene stearic 

acid ester, Myrj), S-iiMll^l (polyethylene glycol) ^ ^-i-s^A] 

(polyoxypropylene-polyoxypropylene) 1:^- ^^tMlS. n^sj ^^.S.^] 

6] 

*l^s\-z\)7} Jf^H^ *]!=^a\ (BHT), ^-H^HB]^ ^I^a] (BHA), oflsl 

d^H-*]: (Erythorbic acid) ^ ^^^joa]. (ascorbic acid) ^€ ^^b] a^s] 

7] 

ZL^1^^7> ^-g-7F§^ 7>-g-^- ^7>^ ^ f^AS T5> 

8] 

AiHJ-^- S^^]7> ^rTj^i q-H-f-^r ^1-^1 ^ ^8 £-3- *Hr *M1. 

9] 

Ai^ S^^l7> <£7j^> 1 f^Jf^ tfl^c*] o] o.l ^TH 10 ^JfS SE^-sRr 
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IQtt 10] 

11] 

o^xy q. H ^ ! ^Jfofl tfl^ 0.1 5 ^^S. ^ if-^Jl 

12] 

i^^r 13] 

*H 12-%H1 &<>H, 

0.05 xfl^l 20 ^*!Hf3. if^Rr ^ ^^S. "S^ ^«J-t§ ^1^1. 
14] 

*}^X\S-S.3£t>\}^£^-3 u SLZ,7} 4,000 xfl*] 100,000 cps ^ $4: ^ 
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1*3^ 15] 
16] 

1) HMG-CoA $^J:^ ^^1X1^ 7}-g-3Ml ^ tf^sM)*- ^"^M -a^S-M* ^s^Rf- #31; 

2) ^"71 JZI^l^HH A^j-gf- S^^fl ^ #7)1; 

3) #71 ^^-i-<Hl ^l*^ IS ^-g^fe- ^7H1» ^7>3H ^ ^ ^1^2)-^ r^j 
» 5E#*Rr, 1^ ^S^. 

17] 

*fl 16%H1 

JL^^]7} , -g-nflf^, -g-g-ig ^ ^^S^ililL 
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12 

Al a (hr) 



16 



MA\ 0111 
0II3 



20 



24 



6IAI0II2 
4!AI 0)14 




50 rpm 



150 rpm 
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MA\ 0115 



12 U 

AI2* (hr) 
* £JAI 0)16 



20 



24 



*JA|0||7 




Al 



Al 0118 



8 12 16 

(hr) 
-«— ^ Al Oil 9 



20 



24 



!AI 01110 
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•MA|oi|6 




[5L 6] 

4000 



3000 - 



UH 2000 

-HO 
KID 

So 1000 



8 



12 

(hr) 



16 



20 



24 



^A|0i|6 

sail 




12 16 

AI2J- (hr) 



20 



24 
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